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DETAILED ACTION 

Applicant's election without traverse of Group I, claims 1-5 and 9-12 and the 
species 3, which corresponds to formula (II) in claim 2, in the reply filed on February 7, 
2008, is acknowledged. The elected species is a free base and not a salt, solvate, or 
hydrate; thus claims 3-5 are withdrawn from consideration at this time. Claims 1-12 are 
pending. Claims 3-5 and 6-8 are withdrawn from consideration as being drawn to a 
non-elected invention. Claims 1, 2, and 9-12 are examined on the merits herein. 

Priority 

This application is a national stage entry of International Application No. 
PCT/JP04/10741 , filed July 21 , 2004, which claims priority to Application No. 
PCT/JP03/09393, filed on July 24, 2003. The copy of certified copy of the priority has 
been filed with the instant Application. It is noted that Application No. PCT/JP03/09393 
is in Japanese; no translation of said application into English has been provided. 

Drawings 

The subject matter of this application admits of illustration by a drawing to 
facilitate understanding of the invention. Pages 14 and 15 of the specification include a 
brief description of the drawings, but no drawings are present. Applicant is required to 
furnish a drawing under 37 CFR 1 .81(c). No new matter may be introduced in the 
required drawing. Each drawing sheet submitted after the filing date of an application 
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must be labeled in the top margin as either "Replacement Sheet" or "New Sheet" 
pursuant to 37 CFR 1.121(d). 

Claim Objections 

Claim 11 is objected to because of the following informalities: the claim lacks a 
period. Additionally, the claim recites "using" which perhaps should read "comprising." 
Appropriate correction or clarification is required. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1, 2, and 9-12 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for crystalline compounds of formula (I) and salts 
thereof, does not reasonably provide enablement for solvates thereof. The specification 
does not enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to make the invention commensurate in scope with these claims. 

The factors to be considered in determining whether a disclosure meets the 
enablement requirements of 35 U.S.C. 112, first paragraph, have been described in In 
re Wands, 858 F.2d 731, 8 USPQ2d 1400 (Fed. Cir., 1988). The court in Wands states, 
"Enablement is not precluded by the necessity for some experimentation, such as 
routine screening. However, experimentation needed to practice the invention must not 
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be undue experimentation. The key word is 'undue', not 'experimentation'" (Wands, 8 
USPQ2sd 1404). Clearly, enablement of a claimed invention cannot be predicated on 
the basis of quantity of experimentation required to make or use the invention. 
"Whether undue experimentation is needed is not a single, simple factual determination, 
but rather is a conclusion reached by weighing many factual considerations" (Wands, 8 
USPQ2d 1 404). Among these factors are: (1 ) the nature of the invention; (2) the 
breadth of the claims; (3) the state of the prior art; (4) the predictability or 
unpredictability of the art; (5) the relative skill of those in the art; (6) the amount of 
direction or guidance presented; (7) the presence or absence of working examples; and 
(8) the quantity of experimentation necessary. 

While all of these factors are considered, a sufficient amount for a prima facie 
case is discussed below. 

(1) The nature of the invention and (2) the breadth of the claims: 

The claims are drawn to compounds of Formula I, salts and solvates thereof. 
Thus, the claims taken together with the specification imply that any and all solvates of 
all the compounds encompassed by Formula I are claimed. 
(3) The state of the prior art and (4) the predictability or unpredictability of the art: 

Vippagunta et al. (Advanced Drug Delivery Reviews 48 (2001) 3-26) teach that 
predicting the formation of solvates or hydrates of a compound and the number of 
molecules of water or solvent incorporated into the crystal lattice of a compound is 
complex and difficult. Certain molecular shapes and features favor the formulation of 
crystals without solvent. No computer programs are currently available for predicting 
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the crystal structures of hydrates and solvates and generalizations cannot be made for 
a series of related compounds, [page 18, 3.4] 

(6) The amount of direction or guidance presented and (7) the presence or absence of 
working examples: 

The specification has provided guidance for the synthesis of crystalline 
compounds of Formula I but not for the synthesis of solvates of compounds of Formula 
I. On page 23 of the specification, Example 5, compound 5 is drawn as an ethanol 
solvate and the example cites residual ethanol of 5.49%. However, no crystal structure 
for the solvate is provided and residual ethanol is not evidence of solvate formation. 
Furthermore, even if guidance for the production of compound 5 was given, Vippagunta 
et al. teach that generalizations cannot be made for a series of related compounds; thus 
formation of one solvate would not support enablement for the others. 
(8) The quantity of experimentation necessary: 

Considering the state of the art as discussed by the references above, 
particularly with regards to the teaching of Vippagunta et al. and the high 
unpredictability in the art as evidenced therein, and the lack of guidance provided in the 
specification, one of ordinary skill in the art would be burdened with undue 
experimentation to make the invention commensurate in the scope of the claims. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 



Application/Control Number: 10/565,327 Page 6 

Art Unit: 1623 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 9-12 are rejected under 35 U.S.C. 102(b) as being anticipated by Kojiri et 
al. (English translation of JP 10-245390, PTO-1449 submitted August 7, 2006). 

Kojiri et al. teach injection of antitumor compounds, including the compound 
made in Example 14 [page 8, lines 5-17 and Table 1]. The compound of Example 14 
[page 21 , Example 14] has the same structural formula as the elected species in the 
instant application. Although claims 9-12 are drawn to pharmaceutical compositions or 
agents comprising crystalline formula (I) and Kojiri et al. do not teach a crystalline 
compound, the injectable composition taught by Kojiri et al. is a solution. A solution 
made from a crystalline compound is the same as a solution made from the 
corresponding amorphous compound. Thus, the composition taught by Kojiri et al. 
anticipates claims 9-12, which are drawn to compositions or agents for injection which 
can comprise solvents. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1 and 2 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
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Kojiri et al. teach compound 25, which has the same structural formula as the 
elected species in the instant application [page 21, Example 14]. This compound and 
others prepared by Kojiri et al. can be purified by methods known in the field of organic 
chemistry, including recrystallization [0021]. 

Kojiri et al. do not teach crystalline compound 25. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to prepare a crystalline form of compound 25, taught by Kojiri et al. 
The skilled artisan would have been motivated to do so because Kojiri et al. suggest 
purification by recrystallization. The skilled artisan would have had a reasonable 
expectation of success because recrystallization is a technique which is well known for 
purification of organic compounds, and could be accomplished by routine 
experimentation. 

It is noted that the instant specification states that compounds prepared by the 
method of Kojiri et al. are amorphous. For this reason, claims 1 and 2 are not 
anticipated by Kojiri et al. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to LAYLA BLAND whose telephone number is (571)272- 
9572. The examiner can normally be reached on M-F 9:00-5:00. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Anna Jiang can be reached on (571 ) 272-0627. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Layla Bland/ 
Examiner, Art Unit 1623 

/ShaojiaAnna Jiang, Ph.D./ 

Supervisory Patent Examiner, Art Unit 1623 



